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BACKGROUND o RESULTS
It has been demonstrated that over 95% of provirus present HIV genomes: 3255 I » Cells harboring defective proviruses induced syncytium

FD (Eull-length, Defective) 89kb +1bpinRT

in the peripheral blood of people living with HIV (PLWH) on formation in MT-2 cells.

combination antiretroviral therapy are defective. Defective
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viruses have long been considered biologically irrelevant, as = o i I L ’Tj ot
they cannot encode infectious viruses. However, recent X ; &K t’"
studies have shown that these defective viruses can be A C sepene
translationally active. Their biological impact remains . Ho-s0; Il _ oo I SD+MT-2
unclear. Therefore, there is a need for a better ]
understanding of the biological function of defective HIV X P Fig.3 Defective HIV provirus cell clones were cocultured with MT-2 cells with 1:1 ratio. The cells

. J10g  IL1S5 were observed under microscopy at day 2 or day 3 after the co-culturing. Brightfield Images
proviruses. e o s ® .uL-zw'F'Eliv were captured with 10X magnification.

IV genomes: T CD4T cells — '5;5:200 ®e » Defective HIV provirus cells produced virus-like particles
METHODS " mm— ' ® 1% “mEa® (VLPs)
Cell lines harboring defective proviruses derived from HOMN 2. o
were used in this study (Fig. 1). The H9-FI harbored an TEM o
intact full-length HIV-1 provirus, the H9-FD contained a full- -.
length defective provirus with a 1-bp inserted frameshift, and P
the H9-SD possessed a 2.4-kb internal deletion. Cytopathic
effect was determined using H9-FD or H9-SD cells co- -
culturing with MT-2 cells. Exosomes (EXOs) were isolated : Immature Partles: 10% - Immaturs Partles: 90-95°% + No any unequivocal lentivirus
. . Mature Particles: 90% . Mature Particles: 5-10% particles was observed.

frOm- cell culture Supernata-nts Of H9'FD or F9-5D -us!ng Fig.4 TEM analysis of exosomes secreted from T cell clones harboring defective HIV
multiple steps of ultracentrifugation (Fig. 2). Transmission e The cells harboring defective HIV pI'OViI'US produced HIV virus-like proviruses. Exosomes were isolated from the supernatants of H9-FI (positive control), H9-FD
electron  microscopy (TEM) and scanning ~ electron articles, 90-95% of these were immature” particles. T B e e o et T
microscopy (SEM) analysis were used to characterize the each form was quantified. The scale bar denoted 500 nm.

e A mixture of exosomes produced by cells harboring defective HIV
provirus induced the production of multiple cytokines, including IFN-y,
IL-10, IL-15, IL-17A, IL-2, IL-4, IL-5, IP-10, sCD137, and TNF-q, in

EXOs. A CodePlex secretum proteomics workflow was used
to measure multiple cytokine inductions.

» A mixture of exosomes from the cells harboring defective HIV
proviruses induced multiple inflammatory cytokines in human

e _ primary CD4+ T cells.
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Fig. 1 Genomic information for the H9 provirus clones used in the study (H. Imamichi et immune responses and may be associated with per3|st|ng immune activation in PLWH ILA5 supernatants were harvested at
al., 2020). _ _ _ IL-17A 24 h after stimulations. The
despite successful anti-retroviral therapy. L2 > supernatants  were  then
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